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IN THE DRAWINGS: 

Please replace drawing sheets 1 -26 with drawing sheets 1-51. 

REMARKS 

Claims 1-48 and 51-113 are pending in the application. Claims 48 and 51-69 are 
currently under consideration, claims 49 and 50 having been canceled, and claims 1-47 and 70- 
113 having been withdrawn from consideration. Claims 63, 64, 67, and 68 have been amended. 
The amendments to claims 63, 64, 67, and 68 add no new matter to the application. 

In response to the Notice of Draftsperson's Patent Drawing Review dated June 27, 
2000, Applicants submit drawing sheets 1-51 to replace drawing sheets 1-26 as filed. 

The Applicants note the objection to the specification and claims 51-66 made in 
the Office Action mailed October 22, 2001, paper No. 13 have been withdrawn. Applicants note 
the following rejections made in the Office Action mailed October 22, 2001, paper No. 13 have 
been withdrawn: the rejection of claims 62, 63, and 68 under 35 U.S.C. § 1 12, second 
paragraph; the rejection of claim 48 under 35 U.S.C. § 112, first paragraph; the rejection of 
claims 48 and 51-57 under 35 U.S.C. § 102; and, the rejection of claims 58-63 under 35 U.S.C. 
§ 103(a). 

Applicants believe that the cancellation of claim 50 moots the non-statutory 
double patenting rejection made in the Office Action mailed October 22, 2001, paper No. 13. 

Objection to Claims 63. 67, and 68 

Claims 63, 67, and 68 have been amended as suggested by the Examiner. Claim 
0^ 63 has been amended to remove "[1-501]." Claim 67 has been amended to expand "APPwt" and 
"APPsw." Claim 68 has been amended to expand "APP." The amendments to claim 63 and v 
claims 67-68 are wholly stylistic in nature. 
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ATGGCCCAAGCCCTGCCCTGGCTCCTGCTGTGGATGGGCGCGGGAG 
TGCTGCCTGCCCACGGCACCCAGCACGGCATCCGGCTGCCCCTGCG 
CAGCGGCCTGGGGGGCGCCCCCCTGGGGCTGCGGCTGCCCCGGGA 
GACCGACGAAGAGCCCGAGGAGCCCGGCCGGAGGGGCAGCTTTGT 
GGAGATGGTGGACAACCTGAGGGGCAAGTCGGGGCAGGGCTACTAC 
GTGGAG ATGACCGTG G G CAG CCCCCCGCAGACG CTC AAC ATCCTGG 
TGGATACAGGCAGCAGTAACTTTGCAGTGGGTGCTGCCCCCCACCC 
i_ CTTCCTGCATCGCTACTACCAGAGGCAGCTGTCCAGCACATACCGGG 
1 ACCTCCGGAAGGGTGTGTATGTGCCCTACACCCAGGGCAAGTGGGA 
^ AGGGGAGCTGGGCACCGACCTGGTAAGCATCCCCCATGGCCCCAAC 
GTC ACTGTG C GTG CC AAC ATTG CTG CC ATC ACTG AATC AG AC AAGTT 
CTTC ATC AACG GCTCC AACTG GG AAGGCATCCTG G GG CTGG CCTATG 
CTGAGATTGCCAGGCCTGACGACTCCCTGGAGCCTTTCTTTGACTCT 
CTGGTAAAGCAGACCCACGTTCCCAACCTCTTCTCCCTGCAGCTTTG 
TGGTGCTGGCTTCCCCCTCAACCAGTCTGAAGTGCTGGCCTCTGTCG 
GAGGGAGCATGATCATTGGAGGTATCGACCACTCGCTGTACACAGGC 
AGTCTCTGGTATACACCCATCCGGCGGGAGTGGTATTATGAGGTGAT 
CATTGTGCGGGTGGAGATCAATGGACAGGATCTGAAAATGGACTGCA 
AGGAGTACAACTATGACAAGAGCATTGTGGACAGTGGCACCACCAAC 
CTTCGTTTGCCCAAGAAAGTGTTTGAAGCTGCAGTCAAATCCATCAAG 
GCAGCCTCCTCCACGGAGAAGTTCCCTGATGGTTTCTGGCTAGGAGA 
GCAGCTGGTGTGCTGGCAAGCAGGCACCACCCCTTGGAACATTTTCC 
CAGTCATCTCACTCTACCTAATGGGTGAGGTTACCAACCAGTCCTTCC 
G CATCACCATCCTTCCG C AG CAATACCTGCGGCCAGTGG AAG ATGTG 
GCCACGTCCCAAGACGACTGTTACAAGTTTGCCATCTCACAGTCATC 
CACGGGCACTGTTATGGGAGCTGTTATCATGGAGGGCTTCTACGTTG 
TCTTTGATCGGGCCCGAAAACGAATTGGCTTTGCTGTCAGCGCTTGC 
CATGTGCACGATGAGTTCAGGACGGCAGCGGTGGAAGGCCCTTTTG 
TCACCTTGGACATGGAAGACTGTGGCTACAACATTCCACAGACAGAT 
GAGTCAACCCTCATGACCATAGCCTATGTCATGGCTGCCATCTGCGC 
CCTCTTCATGCTGCCACTCTGCCTCATGGTGTGTCAGTGGCGCTGCC 
TCCGCTGCCTGCGCCAGCAGCATGATGACTTTGCTGATGACATCTCC 
CTG CTG AAG 
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CCATGCCGGCCCCTCACAGCCCCGCCGGGAGCCCGAGCCCGCTGCCCAGG 
CTGGCCGCCGCSGTGCCGATGTAGCGGGCTCCGGATCCCAGCCTCTCCCCT 
GCTCCCGTGCTCTGCGGATCTCCCCTGACCGCTCTCCACAGCCCGGACCCG 
GGGGCTGGCCCAGGGCCCTGCAGGCCCTGGCGTCCTGATGCCCCCAAGCT 
CCCTCTCCTGAGAAGCCACCAGCACCACCCAGACTTGGGGGCAGGCGCCA 
GGGACGGACGTGGGCCAGTGCGAGCCCAGAGGGCCCGAAGGCCGGGGCC 
CACCATGGCCCAAGCCCTGCCCTGGCTCCTGCTGTGGATGGGCGCGGGAG 
I TGCTGCCTGCCCACGGCACCCAGCACGGCATCCGGCTGCCCCTGCGCAGC 
S I GGCCTGGGGGGCGCCCCCCTGGGGCTGCGGCTGCCCCGGGAGACCGACG 
• ' AAGAGCCCGAGGAGCCCGGCCGGAGGGGCAGCTTTGTGGAGATGGTGGAC 
: U AACCTGAGGGGCAAGTCGGGGCAGGGCTACTACGTGGAGATGACCGTGGG 
SP CAGCCCCCCGCAGACGCTCAACATCCTGGTGGATACAGGCAGCAGTAACTT 
TGCAGTGGGTGCTGCCCCCCACCCCTTCCTGCATCGCTACTACCAGAGGCA 
GCTGTCCAGCACATACCGGGACCTCCGGAAGGGTGTGTATGTGCCCTACAC 
CCAGGGCAAGTGGGAAGGGGAGCTGGGCACCGACCTGGTAAGCATCCCCC 
ATGGCCCCAACGTCACTGTGCGTGCCAACATTGCTGCCATCACTGAATCAGA 
CAAGTTCTTCATCAACGGCTCCAACTGGGAAGGCATCCTGGGGCTGGCCTAT 
GCTGAGATTGCCAGGCCTGACGACTCCCTGGAGCCTTTCTTTGACTCTCTGG 
TAAAGCAGACCCACGTTCCCAACCTCTTCTCCCTGCAGCTTTGTGGTGCTGG 
CTTCCCCCTCAACCAGTCTGAAGTGCTGGCCTCTGTCGGAGGGAGCATGAT 
CATTGGAGGTATCGACCACTCGCTGTACACAGGCAGTCTCTGGTATACACCC 
ATCCGGCGGGAGTGGTATTATGAGGTGATCATTGTGCGGGTGGAGATCAAT 
GGACAGGATCTGAAAATGGACTGCAAGGAGTACAACTATGACAAGAGCATTG 
TGGACAGTGGCACCACCAACCTTCGTTTGCCCAAGAAAGTGTTTGAAGCTGC 
AGTCAAATCCATCAAGGCAGCCTCCTCCACGGAGAAGTTCCCTGATGGTTTC 
TGGCTAGGAGAGCAGCTGGTGTGCTGGCAAGCAGGCACCACCCCTTGGAAC 
ATTTTC CC AGTC ATCTC ACTCTACCT AATG G GTG AG GTT ACCAAC C AGTC CTT 
CCGCATCACCATCCTTCCGCAGCAATACCTGCGGCCAGTGGAAGATGTGGC 
CACGTCCCAAGACGACTGTTACAAGTTTGCCATCTCACAGTCATCCACGGGC 
ACTGTTATGGGAGCTGTTATCATGGAGGGCTTCTACGTTGTCTTTGATCGGG 
CCCGAAAACGAATTGGCTTTGCTGTCAGCGCTTGCCATGTGCACGATGAGTT 
CAGGACGGCAGCGGTGGAAGGCCCTTTTGTCACCTTGGACATGGAAGACTG 
TGGCTACAACATTCCACAGACAGATGAGTCAACCCTCATGACCATAGCCTAT 
GTCATGGCTGCCATCTGCGCCCTCTTCATGCTGCCACTCTGCCTCATGGTGT 
GTCAGTGGCGCTGCCTCCGCTGCCTGCGCCAGCAGCATGATGACTTTGCTG 
ATGACATCTCCCTGCTGAAGTGAGGAGGCCCATGGGCAGAAGATAGAGATT 
CCCCTGGACCACACCTCCGTGGTTCACTTTGGTCACAAGTAGGAGACACAGA 
TGGCACCTGTGGCCAGAGCACCTCAGGACCCTCCCCACCCACCAAATGCCT 
CTGCCTTGATGGAGAAGGAAAAGGCTGGCAAGGTGGGTTCCAGGGACTGTA 
CCTGTAGGAAACAGAAAAGAGAAGAAAGAAGCACTCTGCTGGCGGGAATAC 
TCTTGGTCACCTCAAATTTAAGTCGGGAAATTCTGCTGCTTGAAACTTCAGCC 
CTGAACCTTTGTCCACCATTCCTTTAAATTCTCCAACCCAAAGTATTCTTCTTT 
TCTTAGTTTCAGAAGTACTGGCATCACACGCAGGTTACCTTGGCGTGTGTCC 
CTGTGGTACCCTGGCAGAGAAGAGACCAAGCTTGTTTCCCTGCTGGCCAAA 
GTCAGTAG GAG AG G ATG C ACAGTTTG CTATTTG CTTTAG AG AC AG G G ACTGT 
ATAAACAAGCCTAACATTGGTGCAAAGATTGCCTCTTGAATT 
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MAQALPWLLLWMGAGVLPAHGTQHGIRLPLRSGLGGAPLGLRL 

PRETDEEPEEPGRRGSFVEMVDNLRGKSGQGYYVEMTVGSPP 

QTLNILVDTGSSNFAVGAAPHPFLHRYYQRQLSSTYRDLRKGVY 

VPYTQGKWEGELGTDLVSIPHGPNVTVRANIAAITESDKFFINGS 

NWEGILGLAYAEIARPDDSLEPFFDSLVKQTHVPNLFSLQLCGAG 

FPLNQSEVLASVGGSMIIGGIDHSLYTGSLWYTPIRREWYYEVIIV 

RVEINGQDLKMDCKEYNYDKSIVDSGTTNLRLPKKVFEAAVKSIK 

AASSTEKFPDG FWLGEQLVCWQAGTTPWN I FPVI SLYLMG EVTN 

QSFRITILPQQYLRPVEDVATSQDDCYKFAISQSSTGTVMGAVIM 

EGFYWFDRARKRIGFAVSACHVHDEFRTAAVEGPFVTLDMEDC 

GYNIPQTDESTLMTIAYVMAAICALFMLPLCLMVCQWRCLRCLR 

QQHDDFADDISLLK 


FIG. 2A 
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ETDEEPEEPGRRGSFVEMVDNLRGKSGQGYYVEMTVGSPPQT 

LNILVDTGSSNFAVGAAPHPFLHRYYQRQLSSTYRDLRKGVYVP 

YTQGKWEGELGTDLVSIPHGPNVTVRANIAAITESDKFFINGSNW 

EGILGLAYAEIARPDDSLEPFFDSLVKQTHVPNLFSLQLCGAGFP . 

LNQSEVLASVGGSMI IGG I DHSLYTGSLWYTPI RREWYYEVI I VRV 

EINGQDLKMDCKEYNYDKSIVDSGTTNLRLPKKVFEAAVKSIKAA 

SSTEKFPDGFWLGEQLVCWQAGTTPWNIFPVISLYLMGEVTNQ 

SFRITILPQQYLRPVEDVATSQDDCYKFAISQSSTGTVMGAVIME 

GFYWFDRARKRIGFAVSACHVHDEFRTAAVEGPFVTLDMEDC 

GYNIPQTDESTLMTIAYVMAAICALFMLPLCLMVCQWRCLRCLR 

QQHDDFADDISLLK 


FIG. 2B 
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MAQALPWLLLWMGAGVLPAHGTQHGIRLPLRSGLGGAPLGLRL 

PRETDEEPEEPGRRGSFVEMVDNLRGKSGQGYYVEMTVGSPP 

QTLNILVDTGSSNFAVGAAPHPFLHRYYQRQLSSTYRDLRKGVY 

VPYTQGKWEGELGTDLVSIPHGPNVTVRANIAAITESDKFFINGS 

NWEGILGLAYAEIARPDDSLEPFFDSLVKQTHVPNLFSLQLCGAG 

FPLNQSEVLASVGGSM I IGGI DHSLYTGSLWYTPI RREWYYEVI IV 

RVEINGQDLKMDCKEYNYDKSIVDSGTTNLRLPKKVFEAAVKSIK 

AASSTEKFPDGFWLGEQLVCWQAGTTPWNIFPVISLYLMGEVTN 

QSFRITILPQQYLRPVEDVATSQDDCYKFAISQSSTGTVMGAVIM 

EGFYWFDRARKRIGFAVSACHVHDEFRTAAVEGPFVTLDMEDC 

G YN I PQTD E DYKDDDDK 

FIG. 3A 


ETDEEPEEPGRRGSFVEMVDNLRGKSGQGYYVEMTVGSPPQT 

LNILVDTGSSNFAVGAAPHPFLHRYYQRQLSSTYRDLRKGVYVP 

YTQGKWEGELGTDLVSIPHGPNVTVRANIAAITESDKFFINGSNW 

EGILGLAYAEIARPDDSLEPFFDSLVKQTHVPNLFSLQLCGAGFP 

LNQSEVLASVGGSMIIGGIDHSLYTGSLWYTPIRREWYYEVIIVRV 

EINGQDLKMDCKEYNYDKSIVDSGTTNLRLPKKVFEAAVKSIKAA 

SSTEKFPDGFWLGEQLVCWQAGTTPWNIFPVISLYLMGEVTNQ 

SFRITILPQQYLRPVEDVATSQDDCYKFAISQSSTGTVMGAVIME 

GFYVVFDRARKRIGFAVSACHVHDEFRTAAVEGPFVTLDMEDC 

GYNIPQTDE DYKDDDDK 
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(3 secretase overexpression in CosA2 cells 
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Fig. 14 



FIG. 15A 


FIG. 15B 
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FIG. 16A 


FIG. 16B 
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AB(x-40) production in 293T cells co-transfected 
with APP and Bsecretase 
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Fig. 18 
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APP C-125 


| rabp 


p-secretase 


APP C-99 


anti-MBP capture 


|l92+ve| 

biotinyl-SW-192 reporter 


Wild-Type Sequence „..VaM_ys-Met-Asp... 
Swedish Sequence ....Val-Asn-Leu-Asp... 


Fig. 19 
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Wild-Type Sequence ....Vat-Lys-Met-Asp. 
Swedish Sequence ....Vah-Asn-Leu-Asp 


Fig. 20 
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